Introduction {#s0001}
============

The skin aging process is a complex interplay of intrinsic and extrinsic factors across multiple layers of the face.[@cit0001] Changes in the skin are caused by decreased synthesis of collagen and elastin as well as their increased degradation, decreased synthesis of Hyaluronic Acid (HA), reduced proliferative capacity of fibroblasts and perturbations in the organization of elastic fiber network.[@cit0002] Facial aging is characterized by transverse forehead lines which become prominent and can be accompanied by lowering of the eyebrows, increase prominence of the nasolabial folds (NLFs), vertical rhytides in the perioral area, ptosis of the oral commissures, thinning of the lips and flattening of the upper lip. Marionette lines may develop in the form of a labiomandibular grove and a prejowl depression (marionette lines).[@cit0003]

Injectable implants are medical device implants that are employed for helping to create a smoother and/or fuller appearance in the face, when injected notably in NLFs, cheeks and lips, and other facial areas.[@cit0004]--[@cit0008] Among these, cross-linked HA fillers have been used successfully for many years for the temporary correction of deeper lines running from the corner of the nose to the corner of the mouth (nasolabial folds, NLFs), for lines running from the corner of the mouth to the chin (marionette lines), radial upper lip wrinkles or to augment the lips or enhance lip fullness.[@cit0009]--[@cit0015] Because of their identity to the body's own HA, commercially available HA fillers rarely cause allergic and immunological reactions.[@cit0016]

Etermis fillers are sterile non-pyrogenic physiological gels made of reticulated HA of non-animal origin, that use butanediol diglycidyl ether (BDDE) as a cross-linking agent and contain mannitol. Etermis products are indicated for filling of facial NLFs and marionette lines as well as for an increase of lip volume but differ on their HA concentration presented in a pre-filled, graduated single-use syringe. While Etermis 3 (ET3; 23 mg/mL HA) is indicated for filling moderate wrinkles, Etermis 4 (ET4; 24 mg/mL HA) is indicated for filling deep and severe wrinkles.

The use of both products in different indications can be further explained by their distinct elastic modulus G′ value ranges, 70--140 Pa for ET3 and 140--260 Pa for ET4. The elastic modulus is a measure of firmness of injectable implants, describing their resistance to deformation.[@cit0013] It is known that intermediate G′ products are a more effective solution for NLFs and marionette lines.[@cit0017] High G' products may be better suited for corrective needs where deep, targeted product deposition and less distribution are necessary to achieve lift and projection such as in moderate to severe NLFs.[@cit0013],[@cit0017]

Both Etermis fillers are intended to be injected into the mid to deep dermis of the face or into the lips.

Studies analyzing the long-term safety and performance of dermal fillers are scarce and the clinical data supporting the use of ET3 and ET4 in NLFs, lips, and marionette lines are limited. This open-label, multicenter, evaluator-blinded, post-market clinical follow-up clinical study was performed to confirm the clinical performance and the safety of ET3 and/or ET4 in the treatment of moderate and severe wrinkles/folds, as well as lip volume enhancement, during a 12-month period.

Methods {#s0002}
=======

Study Design {#s0002-s2001}
------------

The study was a 14-month, open-label, observational, multi-center, post-market clinical follow-up trial, conducted in compliance with the International Conference on Harmonization (ICH), EN ISO 14,155, and Good Clinical Practice (GCP) principles. The trial was approved by the ethical committee of the Landesärztekammer Hessen and complied with local regulatory authority requirements. Following the guidelines of the relevant German Medical Device law §23b, it was only necessary to receive an ethics approval for the study. The study was also registered at [<http://www.clinicaltrals.gov>]{.ul} (NCT04210258).

Participants {#s0002-s2002}
------------

Subjects were recruited at six sites in Germany. In order to be included in the study, subjects must have been healthy male or non-pregnant female ≥18 years old. Written informed consent was obtained from subjects who wished to receive a HA dermal filler treatment to correct at least two of the following regions: NLFs, marionette lines, upper and lower lip fullness. Specific inclusion criteria are described in [Table 1](#t0001){ref-type="table"}.Table 1Specific Inclusion CriteriaMarionette LinesSubjects treated with Etermis 3Subjects treated with Etermis 4Right and left marionette lines with a rating of 2 or 3 on the validated Merz Aesthetics Marionette Lines ScaleRight and left marionette lines with a rating of 3 or 4 on the validated Merz Aesthetics Marionette Lines Scale**Lips volume**Subjects treated with Etermis 3Subjects treated with Etermis 4Lips volumes for upper and/or lower lips with rating of 0, 1, or 2 on the validated Merz Aesthetics Lip Fullness ScaleLips volumes for upper and/or lower lips with rating of 0, 1, or 2 on the validated Merz Aesthetics Lip Fullness Scale**Nasolabial folds**Subjects treated with Etermis 4Right and left NLFs with a rating of 3 or 4 on the validated Merz Aesthetics Nasolabial Fold Scale[^1]

Exclusion criteria included the receipt of any kind of dermal filler or botulinum toxin injection or surgery in the region (mid and lower face) to be treated prior and during the study. Subjects who wished to be treated with laser treatment, chemical peeling or dermabrasion in immediate association with the study procedures were also excluded. Subjects who wished to receive treatment with ET3 on the NLFs were excluded from this study as the performance of ET3 in this indication has been shown in previous studies.

Treatments Administered {#s0002-s2003}
-----------------------

All subjects received a single treatment on two to three facial sites with needle injections (primarily 27G 1/2 for ET3 and 27 G 1/2 and/or 25 G 1/2 for ET4) in the mid to deep dermis of the NLFs, marionette lines, and/or upper/lower lips. Subjects could receive a single optional touch-up 1 month after treatment for one or all indications if agreed upon the subject and the investigator. The choice of injection technique was at left at the discretion of the investigators, and included serial puncture, linear threading, parallel lines, cross-hatching and fanning techniques. Prior to the injection's subjects were allowed to receive topical anesthetics agents, eg topical lidocaine and prilocaine cream, at the discretion of the investigators. After treatment and a potential touch-up visit, study subjects returned to the investigator's site for five follow-up visits to evaluate long-term safety and durability of the treatment. The study visit schedule was as follows: Day 0 (baseline + treatment), Month 1 ± 7 days (M1), Month 3 ± 14 days (M3), Month 6 ± 14 days (M6), Month 9 ± 14 days (M9), and Month 12 ± 28 days (M12).

In case of an optional touch-up during the M1 visit, subjects were required to present for an additional follow-up visit at M2 and all subsequent follow-up visits were shifted by 1 month, as follows: Day 0 (baseline + treatment), M1 ± 7 days (M1 follow-up visit and optional touch-up treatment), Month 2 ± 7 days (M2), Month 4 ± 14 days (M4), Month 7 ± 14 days (M7), Month 10 ± 14 days (M10), and Month 13 ± 28 days (M13).

Outcomes {#s0002-s2004}
--------

The primary endpoints of the study were to determine the responder rate based on a live blinded investigator's assessment at each site, after treatment from Day 0 pre-injection to: M3/4 visit for the lips, M6/7 visit for marionette lines, and M6/7 visit for NLFs, depending on touch-up. Each marionette line (left, right), NLF (left, right) and lip (upper and lower) were rated independently. For each indication and product, subjects with ≥1-point improvement on the Merz Aesthetics Scales (MAS) from Day 0 pre-injection to each evaluated visit were considered as responders. For each indication, the worse rating of the two evaluated sides (left or right; upper or lower) was used for classification. MAS used in this study were "Nasolabial folds -- At Rest", "Marionette lines -- At Rest" and "Upper and Lower lip fullness -- At Rest". The blinded evaluator at each site had no access to any study data and assessed all three MAS used in the study regardless of the treatment administered to ensure blinding was maintained.

Secondary endpoints, from Day 0 pre-injection to all other visits, included: changes in live blinded investigator's assessment per treated indication and per product according to the appropriate MAS for each indication; subject's satisfaction on the Global Impression of Change scale (GICS); and blinded investigator's satisfaction on the Global Aesthetic Improvement Scale (GAIS). Investigator's satisfaction was evaluated through an investigator's satisfaction questionnaire administered to each site after all injections were completed.

Safety Assessments {#s0002-s2005}
------------------

Subject's major/relevant medical history, previous cosmetic procedures on the face, and concomitant treatments to assess any potential interactions were collected. Occurrence of adverse events (serious or not), adverse device effects, and/or incidents potentially related or not to the injection/use of injectable devices were assessed at each study visit.

Sample Size and Statistical Analysis {#s0002-s2006}
------------------------------------

Forty-five subjects per treatment and per indication were required to show a significant result, with a power of 80% and a significance level (α) of 2.5%. Because subjects were to be treated in at least two different indications, a minimum of 70 subjects for ET3 and 100 subjects for ET4 were required.

Safety analyses were performed on the safety evaluation set (SES; all subjects who received at least one injection). AEs were coded according to the Medical Dictionary for Regulatory Activities version 20.1. Only treatment emergent AEs were analyzed, ie, AEs with onset/worsening after the first injection up to and including the end of study visit.

Performance analyses were based on the full analysis set (FAS; all subjects who have at least one primary performance assessment at M3/4).

The aim of primary variable analyses were to show that there were significantly more than 60% of responders for each primary variable on the respective MAS, tested in an exploratory fashion, using the one-sided exact binomial test on a significance level of 2.5% separately for product and indication.

Results {#s0003}
=======

Subject Demographics {#s0003-s2001}
--------------------

The study was conducted at six sites in Germany and 154 subjects were treated analyzed for safety ([Table 2](#t0002){ref-type="table"}). Mean age (standard deviation, SD) of study subjects was 52.3 (9.8) years. Most subjects were female (97.4%) and identified their race as "White" (99.4%), as described in [Table 3](#t0003){ref-type="table"}.Table 2Disposition of SubjectsEtermis 3Etermis 4Totaln(%)n%n%Overall SES102(100.0)138(100.0)154(100.0) FAS101(99.0)134(97.1)150(97.4)Nasolabial folds SES0103(100.0)103(100.0) FAS099(96.1)99(96.1)Marionette lines SES72(100.0)65(100.0)137(100.0) FAS71(98.6)62(95.4)133(97.1)Lips volume SES56(100.0)54(100.0)110(100.0) FAS55(98.2)54(100.0)109(99.1)[^2][^3] Table 3Baseline Demographic Characteristics for All Subjects Receiving Study Treatment (Safety Evaluation Set, N = 154)Etermis 3 (N = 102)Etermis 4 (N = 138)Total\
(N = 154)Sex (n (%)) Male100 (98.0)134 (97.1)150 (97.4) Female2 (2.0)4 (2.9)4 (2.6)Age \[years\] Mean (SD)51.7 (9.8)53.4 (9.3)52.3 (9.8)Race (n (%)) White101 (99.0)137 (99.3)153 (99.4) Black1 (1.0)1 (0.7)1 (0.6)Fitzpatrick Skin Type (n (%)) I1 (1.0)2 (1.4)2 (1.3) II47 (46.5)69 (50.0)81 (52.9) III49 (48.5)62 (44.9)65 (42.5) IV3 (3.0)4 (2.9)4 (2.6) V1 (1.0)1 (0.7)1 (0.7) Missing101BMI \[kg/m^2^\] Mean (SD)23.42 (3.83)23.79 (4.14)23.58 (4.11)[^4]

Performance was analyzed in 150 subjects, of which 101 were treated with ET3 and 134 received ET4 ([Table 2](#t0002){ref-type="table"}). NLFs were only treated with ET4 (n = 99). Lips and marionette lines were treated either with ET3 or ET4. A total of 109 subjects were treated in the lips -- 55 subjects received ET3 and 54 subjects received ET4. For the marionette lines indication 133 subjects received treatment, whereof 71 subjects were treated with ET3 and 62 with ET4.

Extent of Exposure {#s0003-s2002}
------------------

Injection volumes are provided in [Table 4](#t0004){ref-type="table"}. During treatment, the mean injected volume of ET3 was 1.47 mL in marionette lines (right and left), and 1.20 mL in lips (upper and lower). The mean injected volume of ET4 was 1.59 mL in marionette lines (right and left) and 1.02 mL in lips (lower and upper). NLFs (left and right) were only treated with ET4, where the mean injected volume was 1.84 mL. A single touch-up was allowed for all indications. A total of 22 (30.9%) subjects and 16 (29.1%) received a touch-up with ET3 in marionette lines and lips, respectively. Similarly, 33 (33.5%) subjects, 18 (29.0%) subjects and 14 (25.9%) subjects received a touch-up with ET4 in NLFs, marionette lines and lips, respectively.Table 4Injection Data (Volume in mL)TreatmentTouch-UpnVolume (mL)nVolume (mL)Mean(SD)Mean(SD)Etermis 3 Marionette lines711.25(0.44)220.71(0.31) Lips551.01(0.45)160.64(0.31)Etermis 4 Nasolabial folds991.58(0.54)330.76(0.35) Marionette lines621.43(0.63)180.56(0.27) Lips540.86(0.43)140.62(0.22)

Clinical Performance {#s0003-s2003}
--------------------

The responder rate (≥1-point improvement on the MAS) at M6/M7 for the treatment of NLFs with ET4 was 94.9%, which was significantly above 60% (p\<0.0001; [Figure 1](#f0001){ref-type="fig"}). Blinded investigators assessments showed that facial improvement was still visible at M9/M10 visits (83.2% right and left NLFs) and at M12/M13 visits (77.9% right and 76.6% left NLF, respectively), as shown in [Figure 2](#f0002){ref-type="fig"}.Figure 1Responder rates for subjects who achieved a ≥ 1 grade improvement from baseline in blinded investigator's rating according to corresponding Merz Aesthetics Scales (MAS). Nasolabial folds (NLFs) and marionette lines were assessed at M6/7 and lips were assessed at M3/4. The worse change from baseline of the two ratings within an indication was used for the classification of subjects. Full Analysis Set, Overall N = 150. \*p ≤ 0.0005 above 60% of responders.Figure 2Proportion of subjects who feature an improvement of NLFs on either side of the face (right or left) after treatment with ET4 from baseline to M12/13 based on the blinded investigator's rating on the NLFs MAS. Full Analysis Set; NLFs: ET4 N=994.

The responder rate at M6/M7 visit for treatment of marionette lines with ET3 was 79.4%, which was significantly above 60% (p=0.0005; [Figure 1](#f0001){ref-type="fig"}). Also, the responder rate of 81.4% in the same indication treated with ET4 was significantly above 60% (p=0.0004; [Figure 1](#f0001){ref-type="fig"}). Improvement was still visible at M12/13 visit for subjects treated with ET3 (50.0% left and 57.8% right marionette lines, respectively) and with ET4 (66.1% left and 61.0% right marionette lines, respectively), as shown in blinded investigators assessments ([Figure 3](#f0003){ref-type="fig"}).Figure 3Proportion of subjects who feature an improvement of marionette lines on either side of the face (right or left) after treatment with ET3 or ET4from baseline to M12/13 based on the blinded investigator's rating on the Marionette Lines MAS. Full Analysis Set; Marionette lines: ET3=71 and ET4=62.

The responder rate at M3/M4 visit for lips treatment was above 60% with 65.5% for ET3 and with 63.0% for ET4 ([Figure 1](#f0001){ref-type="fig"}). However, these results were not statistically significant (p= 0.3111 and p= 0.3834 for ET3 and ET4, respectively). ET4 effect was better sustained in time at M12/13 (45.9% upper lips and 36% lower lips) than ET3 (21.95 upper lips and 28% lower lips), as shown in blinded investigators assessments ([Figure 4](#f0004){ref-type="fig"}).Figure 4Proportion of subjects who feature an improvement of lips volume on either lip (upper or lower) after treatment with ET3 or ET4 from baseline to M12/13 based on the blinded investigator's rating on the Lips Fullness MAS. Full Analysis Set; Lips: ET3 N=55 and ET4 N=54.

Mean changes (Mean, SD) from baseline on MAS "Marionette lines -- At Rest" were highest at M2 for both ET3 (left line −1.5, 0.6; right line −1.4, 0.7) and ET4 (left line −1.8, 0.7; left line −1.8, 0.8). For MAS "Upper and Lower lip fullness -- At Rest", mean changes from baseline after treatment were highest at M3/4 for ET3 (lower lip: 0.8; 0.6; upper lip: 0.9; 0.6) and at M2 for ET4 (lower lip: 1.1, 0.6; upper lip: 1.0, 0.7). Mean changes from baseline in MAS "Nasolabial -- At Rest" were highest at M2 for ET4 (left fold: −1.9, 0.7; left fold: −1.9, 0.6).

Clinical performance of ET3 and ET4 was also evaluated based on GAIS assessment by a blinded investigator´s live rating. At the M1 visit, 98% of subjects were rated as "Improved" to "Very much improved" ([Figure 5](#f0005){ref-type="fig"}). Up to 10 months after the initial treatment, blinded investigators continued to rate most subjects as having at least an "Improved" appearance according to GAIS.Figure 5Assessment of perceived improvement at M1, M2, M3/4, M6/7, M9/10 and M12/13 visits after injection. The investigator's perception of subject's improvement was assessed by a blinded investigator's live rating using the Global Aesthetic Improvement Scale (GAIS; 7-point scale ranging from "very much worse" to "very much improved"). The subject's satisfaction was self-assessed by questionnaires performed on site using the Global Impression of Change Scale (GICS; 7-point scale ranging from "very much worse" to "very much improved"). Full Analysis Set, Overall N = 150.

Subject-rated satisfaction with their overall appearance on the GICS scale (rating of "Improved" to "Very much improved") was 98.0% at the M1 visit and 96.6% at the M2 visit. These values indicated a high satisfaction with treatment results and following a similar trend to the investigator GAIS results. Beginning with the M3/M4 visit, subject's satisfaction with their appearance slightly decreased over time ([Figure 5](#f0005){ref-type="fig"}).

All investigators (N = 6) in this study reported that ET3 and ET4 were easy, fairly easy, or very easy to inject, and all investigators were willing to use Etermis for future treatment of subjects ([Figure 6](#f0006){ref-type="fig"}).Figure 6Investigators' satisfaction questionnaire. The investigators (N = 6) were questioned about the easiness of ET3 and ET4 injection (very difficult; difficult; fairly easy; easy; very easy) and their willingness to use ET3 and ET4 for future treatment of subjects (no, not at all; no, not really; yes, to a certain extent; yes).

Safety {#s0003-s2004}
------

Overall, 121 subjects (78.6%) experienced a total of 294 AEs. None of the AEs led to study discontinuation, nor were any fatal AEs reported. A total of three subjects suffered four serious AEs (Muscle strain; Radius fracture; Tibia fracture; and Papillary cystadenoma lymphomatosum), none of which were related to treatment.

Regarding adverse device effects, 95 subjects (61.7%) experienced 181 AEs related to treatment. Nearly all related AEs were injection-site reactions ([Table 5](#t0005){ref-type="table"}). For all ET3 indications, 64 subjects (62.7%) experienced 119 AEs related to treatment. The most frequent AEs related to ET3 treatment were injection-site hematomas and injection-site swelling ([Table 6](#t0006){ref-type="table"}). For all ET4 indications, 90 subjects (65.2%) experienced 174 AEs related to treatment. The most frequent AEs related to ET4 treatment were injection-site hematomas, injection-site swelling, and injection-site bruising ([Table 7](#t0007){ref-type="table"}). The overall worst AE intensity was reported as mild or moderate for all AEs related to treatment.Table 5Summary of Adverse Events Related to Device or Injection (Safety Evaluation Set, N = 154)Adverse Event\
MedDRA Preferred TermTotal (N = 154)n%Subjects with at least one related AE95(61.7)Injection-site hematoma75(48.7)Injection-site swelling33(21.4)Injection-site bruising16(10.4)Injection-site pain\*5(3.2)Injection-site nodule2(1.3)Injection-site erythema1(0.6)Injection-site hypoesthesia1(0.6)Injection-site induration1(0.6)Medical device site mass1(0.6)Oral herpes1(0.6)[^5][^6] Table 6Summary of Adverse Events Related to Etermis 3 (Safety Evaluation Set, N = 102)Adverse Event\
MedDRA Preferred TermEtermis 3 (N = 102)n%Subjects with at least one related AE64(62.7)Injection-site hematoma57(55.9)Injection-site swelling23(22.5)Injection-site bruising4(3.9)Injection-site pain\*2(2.0)Injection-site nodule2(2.0)Injection-site erythema1(1.0)Injection-site hypoesthesia1(1.0)Medical device site mass1(1.0)[^7][^8] Table 7Summary of Adverse Events Related to Etermis 4 (Safety Evaluation Set, N = 138)Adverse Event\
MedDRA Preferred TermEtermis 4 (N = 138)n%Subjects with at least one related AE90(65.2)Injection-site hematoma73(52.9)Injection-site swelling33(23.9)Injection-site bruising14(10.1)Injection-site pain\*5(3.6)Injection-site nodule2(1.4)Injection-site erythema1(0.7)Injection-site hypoesthesia1(0.7)Injection-site induration1(0.7)Oral herpes1(0.7)[^9][^10]

Discussion {#s0004}
==========

Overall, the results of the study show that treatment with ET3 for moderate wrinkles and/or ET4 for severe wrinkles within the defined indications has a positive effect on facial appearance for marionette lines and NLFs and is well tolerated by subjects.

Before this study, only limited clinical data supporting the use of ET3 and ET4 in NLFs and marionette lines were available.[@cit0018],[@cit0019] No previous clinical data supporting the use of ET3 and ET4 to increase lip volume were identified.

The results of the current study support and prove the good clinical performance and safety of ET3 and ET4 to fill NLFs and marionette lines and it adds first clinical data for ET3 and ET4 in the treatment of lip volume augmentation. Aesthetic outcomes were similar between ET3 and ET4. Clinical performance evaluations indicated that both were effective in treating marionette lines and NLFs. High responder rates were reported at M6/7 and remained substantial at M 12/13, which indicate long-term aesthetic improvement by both products. The study results point toward a longer effect duration of ET4, when compared to ET3, for marionette lines; this observation may be attributed to the higher content of cross-linked hyaluronic acid in ET4.

Furthermore, results indicate that the majority of subjects treated for lip volume augmentation benefitted from lip treatment while showing good tolerability, even if the performance results were not statistically significant. Moreover, lip volume improvement remained recognizable after 1 year of the initial treatment for several subjects.

GICS and GAIS analyses both showed similar levels of satisfaction and supported the above results, showing overall improved appearance and a long-lasting effect for the majority of subjects. Subjects and investigators were satisfied with treatment results for NLFs and marionette lines. In addition, investigators were satisfied with the ease of injection for ET3 and ET4 and were willing to use both products for future treatments.

The AEs observed during the study for ET3 and ET4 for all treated indications were similar to the expected safety and risk profiles of both products and comparator products.[@cit0018]--[@cit0020] Although ET3 and ET4 are lidocaine-free, only 3.2% of treated subjects indicated injection-site pain as an adverse event. Also, only one event of injection-site-related erythema was reported. This shows that the use of a topical numbing agent prior dermal filler injection can enhance the subject comfort by reducing injection-site pain and injection-site redness. In lidocaine containing dermal fillers, the injected lidocaine, a vasodilator, may lead to additional redness due to the dilation of blood vessels.

Injection of both products was well tolerated by subjects, resulting in no unexpected or serious injection-site-related adverse events.

The study had an open-label design that allowed evaluating the performance and safety of ET3 and ET4 when used according to the currently approved instructions for use. Importantly, as neither of the products contains lidocaine, ET3 and ET4 are of high value for potential subjects with known lidocaine hypersensitivity who seek aesthetic treatment.

ET3 and ET4 demonstrated good clinical performance and safety for NLFs and marionette lines volume enhancement for up to 12 months. Both products can also be used safely to treat lips for volume augmentation, with lip volume augmentation still visible up to 12 months after treatment.

Abbreviations {#s0005}
=============

AE, adverse event; ET3, Etermis 3; ET4, Etermis 4; FAS, full analysis set; GAIS, Global Aesthetic Improvement Scale; GICS, Global Impression of Change scale; GCP, Good Clinical Practice; HA, hyaluronic acid; ICH, International Conference on Harmonization of technical requirements for registration of pharmaceuticals for human use; IFU, instructions for use; MAS, Merz Aesthetic Scales; M, Month; NLFs, nasolabial folds; SAE, serious adverse event; SD, standard deviation; SES, safety evaluation set.
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[^1]: **Note:** Merz Aesthetics Scales ratings were determined by the blinded investigator and confirmed by the treating investigator afterwards.

[^2]: **Note:** 100% base = subjects enrolled.

[^3]: **Abbreviations:** SES, safety evaluation set; FAS, full analysis set.

[^4]: **Abbreviations:** SD, standard deviation; n, number of observations; N, number of subjects in corresponding group.

[^5]: **Note:** \*Reported pain at injection site was acute and occurred directly after the injection.

[^6]: **Abbreviations:** 100% base, subjects enrolled; n, number of observations; N, number of subjects in corresponding group.

[^7]: **Note:** \*Reported pain at injection site was acute and occurred directly after the injection.

[^8]: **Abbreviations:** 100% base, subjects enrolled; n, number of observations; N, number of subjects in corresponding group.

[^9]: **Note:** \*Reported pain at injection site was acute and occurred directly after the injection.

[^10]: **Abbreviations:** 100% base, subjects enrolled; n, number of observations; N, number of subjects in corresponding group.
